attention, while their aza analogs, aza-PAHs, have been less widely studied. Within the past 15 years the concept of 4 To whom correspondence should be addressed metabolic activation of PAHs through the bay region diol absence of the nitrogen heteroatom in the bay region of a PAH (8R,9S,10S,11R)-diol epoxide-2 were highly active (1.6, 1. 7 on the tumorigenicity of the bay region diol epoxides. and 2.4 tumors/mouse, respectively). These results are Based on qualitative resonance calculations (17-20), the consistent with previous studies which showed that the bay region 10,11-diol 8,9-epoxide derived from the 8,9,10,11-corresponding bay region RSSR diol epoxides of benzo [ Tumor studies on mouse skin responsible for carcinogenesis. In the present study we have
Tumor studies on mouse skin were similar to those described earlier (10).
evaluated the tumorigenicity of racemic and optically pure bay ( Table II) . Furthermore, in contrast to the other diol epoxide isomers, which showed no substantial tumor-initiating activity derivatives after 25 weeks promotion with 12-O-tetradecanoylafter 10 weeks promotion, (ϩ)-DB[a,h]Acr 10,11-diol 8,9-phorbol 13-acetate are summarized in Table I . The parent epoxide-2 produced an 85% tumor incidence and an average hydrocarbon DB[a,h]Acr was found to be the most potent of 2.3 tumors/mouse at the 175 nmol initiating dose. tumor initiator. It produced an average of 3.33 tumors/mouse Although racemic (Ϯ)-DB[a,h]Acr 10,11-diol 8,9-epoxideand 80% of the mice had tumors at an initiating dose of 2 was only half as active as DB[a,h]Acr (Table I) , the optically 500 nmol. Of the four possible benzo ring dihydrodiols active (ϩ)-DB[a,h]Acr 10,11-diol 8,9-epoxide-2 enantiomer of DB[a,h]Acr only (Ϯ)-DB[a,h]Acr 10,11-dihydrodiol, the was nearly 3-fold more active than DB[a,h]Acr at the dose potential metabolic precursor of a bay region diol epoxide, level tested (Table II) . had substantial tumor-initiating activity. However, this racemic dihydrodiol not only produced a lower tumor incidence (percentage of mice with tumors) but also caused fewer tumors a number of earlier studies with analogous racemic derivatives The racemic bay region 10,11-diol 8,9-epoxide-2 with of PAHs and a few aza-PAHs (9-11,26), the relative configuranitrogen in the bay region had tumor-initiating activity that tion of the bay region diol epoxides (diol epoxide-1 versus was similar to that of its potential metabolic precursor, diol epoxide-2) of DB[a,h]Acr also plays a significant role in (Ϯ)-DB[a,h]Acr 10,11-dihydrodiol (Table I) despite having an effect on tumorigenicity, the presence of a nitrogen heteroatom has essentially no effect on the formation than DB[a,h]Acr. An inhibitory interaction between diol epox-
